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What is claimed is: 

1 . A compound of Formula I or a pharmaceutical^ acceptable salt thereof: 



R 1 is selected from C MO alkyl, C 2 -ioalkenyl, C 3 -i 0 cycloalkyl-Ci^alkyl, 
C^gcycloalkenyl-C^alkyl, C 3 ^heterocycloalkyl-Ci^alkyl, C 3 . 10 cycloalkyl, 
C^gcycloalkenyl, and C 3 -6heterocycloalkyl, wherein said d-ioalkyl, C 2 _i 0 alkenyl, 
locycloalkyl-Ci^alkyl, C^cycloalkenyl-Ci^alkyl, C 3 . 6 heterocycloalkyl-Ci^alkyl, 
C 3 -i 0 cycloalkyl, C^gcycloalkenyl, and C 3 ^eterocycloalkyl used in defining R 1 is 
optionally substituted by one or more groups selected from halogen, cyano, nitro, 
methoxy, ethoxy, methyl, ethyl, hydroxy, amino, Ci_ 6 alkylamino and 
diCi^alkylamino; 

R 2 is selected from C MO alkyl, C 2 „i 0 alkenyl, C^iocycloalkyl, C 3 -i 0 cycloalkyl- 
Ci^alkyl, and C^gcycloalkenyl-C^alkyl, wherein said C wo alkyl s C 2 _i 0 alkenyl, C 3 . 
locycloalkyl, C 3 -iocycloalkyl-Ci-4alkyl, and C^gcycloalkenyl-Ci^alkyl used in 
defining R 2 is optionally substituted by one or more groups selected from halogen, 
methoxy, ethoxy, methyl, ethyl, hydroxy, amino, Ci^alkylamino and 
diCi_6alkylamino; 

R 3 is selected from -H, d- 6 alkyl, C 2 -6alkenyl, and Ci- 6 acyl, wherein said Ci_ 
6 alkyl, C 2 ^alkenyl, and Ci^acyl used in defining R 3 is optionally substituted with one 
or more groups selected from CH 3 C(=0)-0-, halogen, cyano, methoxy, ethoxy, 
hydroxy, amino, alkylamino, dialkylamino, and (^heterocycloalkyl; and 

R 4 is selected from -H, C^alkyl, C^alkenyl, Q^cycloalkyl, and 
C^cycloalkyl-C^alkyl. 

2. A compound as claimed in claim 1, wherein 

R 1 is selected from Ci^alkyl, C 2 . 6 alkenyl, C^cycloalkyl-C^alkyl, 
C4-6cycloalkenyl-Ci^alkyl and C 3 ^heterocycloalkyl-Ci^alkyl, wherein said Ci^alkyl, 




A 



wherein 
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C2-6alkenyl, C3-6cycloalkyl-Ci_4alkyl, C^cycloalkenyl-Ci^alkyl and C3- 
6heterocycloalkyl-Ci^alkyl used in defining R 1 is optionally substituted by one or 
more groups selected from halogen, methoxy, ethoxy, methyl, hydroxy and amino; 

R 2 is selected from Ci^alkyl, C2^alkenyl, C3-6cycloalkyl, C 3 ^cycloalkyl- 
5 Ci^alkyl, and C^cycloallcenyl-Ci^alkyl, wherein said Ci^alkyl, C2-6alkenyl, C3- 
ecycloalkyl, C 3 ^cycloalkyl-Ci-4alkyl, and C^cycloalkenyl-Ci^alkyl used in defining 
R 2 is optionally substituted by one or more groups selected from halogen, methoxy, 
ethoxy and hydroxy; 

R 3 is selected from ~H, Ci-6alkyl, C 2 -6alkenyl, and Ci^acyl, wherein said 
10 Ci^alkyl, C 2 -6aIkenyl, and Ci^acyl used in defining R 3 is optionally substituted with 
one or more groups selected from CH 3 C(=0)-0-, halogen, methoxy, ethoxy, hydroxy, 
amino, methylamino, dimethylamino, and C3-6heterocycloalkyl; and 

R 4 is selected from -H and Ci- 3 alkyl. 



15 3. A compound as claimed in claim 1, 

R 1 is selected from cyclopentyl-methyl, cyclohexyl-methyl, cyclobutyl- 
methyl, cyclopropyl-methyl, 4,4-difluorocyclohexyl-methyl, bicyclo[2.2.1]hept-5-en- 
2-ylmethyl, tetrahydropyranyl-methyl, tetrahydropyranyl-ethyl, tetrahydrofuranyl- 
methyl, morpholinyl-methyl, piperdinylethyl, N-methyl-piperdinylmethyl, and 
20 piperdinyl-methyl; 

R 2 is selected from t-butyl, n-butyl, 2-methyl-2-butyl, isopentyl, 2-methoxy-2- 
propyl, 2-hydroxy-propyl, trifluoromethyl, 1,1-difluoroethyl, 2,2,2-trifluoroethyl,l- 
methyl-propyl, 1,1-dimethyl-propyl, l,l-dimethyl-3-buten-l-yl, ethyl, and 2-propyl; 
R 3 is selected from -H, Ci^alkyl, and Ci-6acyl, wherein said Ci-6alkyl, and Ci- 
25 6acyl used in defining R 3 is optionally substituted with one or more groups selected 
from CH3C(=0)-0-, halogen, methoxy, hydroxy, amino, methylamino, 
dimethylamino, pyrrolidinyl, and morpholinyl; and 
R 4 is selected from -H and methyl. 



30 4. A compound as claimed in claim 1, wherein 

R 1 is selected from cyclohexyl-methyl, cyclopentyl-methyl, cyclobutyl- 
methyl, cyclopropyl-methyl, 4,4-difluorocyclohexy-methyl and tetrahydropyranyl- 
methyl; 
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R 2 is t-butyl and 1,1-difluoroethyl; 

R 3 is selected from -H, methyl, ethyl, propyl, 2-propyl, 2-hydroxyethyl, 2- 
methoxyethyl, formyl, acetyl, ethylcarbonyl, 2-propylcarbonyl, t-butylcarbonyl, 
uriedo, N-isopropyl-ureido, 2-amino-acetyl, 2-methylamino-acetyl, 2-dimethylamino- 
acetyl, 2-acetyloxy-acetyl, 2-hydroxy-acetyl, 2-bromo-acetyl, 2-(morpholin-l-yl)- 
acetyl, and 2-(pyrrolindin-l-yl)-acetyl; and 

R 4 is selected from -H and methyl. 

5. A compound selected from: 

iV-(4- { [[2-tert-butyl- l-(cyclohexylmethyl)- lff-benzimidazol-5- 

yl](methyl)amino]sulfonyl}phenyl) acetamide; 

AT-[2-^rr-Butyl-l-(cyclohexylmethyl)-lH-benzimidazol-5 

nitrobenzenesulfonamide; 

4-Amino-A42-ter^b^ 

methylbenzenesulfonamide; 

iV-(4-{[[2-fm-Butyl-l-(cyclote 

yl](methyl)ainino]sulfonyl}phenyl)propanainide; 

N-(4- { [[2-terf-Butyl- 1 -(cyclohexylmethyl)- l/f-benzimidazol-5- 

yl](methyl)amino]sulfonyl}phenyl)-2-methylpropanamide; 

^-(4-{[[2-^m-Butyl-l-(cyclohexylmethyl)-l^-benzimidazol-5- 

yl](methyl)amino]sulfonyl}phenyl)-2,2-dimethylpropanamide; 

7V-[2-te^Butyl-l-(cyclohexylmethy^ 

methylbenzenesulfonamide; 

AH2-te^Butyl-l-(cyclohexylm^ 

methylbenzenesulfonamide; 

N-(4- { [[2-te/*-Butyl- 1 -(cyclohexylmethyl)- l#-benzimidazol-5- 
yl](methyl)amino]sulfonyl}phenyl)-2^ 

N l -(4- { [[2-tert-Butyl- 1 -(cyclohexylmethyl)- l//-benzimidazol-5- 
yl](methyl)ammo]sulfonyl}phen^ 

N-(4- { [[2-ter*-Butyl- 1 -(cyclohexylmethyl)- 1 -benzimidazol-5- 
yl] (methyl)amino]sulf onyl }phenyl)-2-morpholin-4-ylacetamide; 
^-(^{[^-te^Butyl-Mcycl^^ 
yl](methyl)amino]sulfonyl}phenyl)glycinamide; 
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2-[(4- { [[2-ter*-Butyl- 1 -(cyclohexylmethyl)- lH-benzimidazol-5- 
yl](methyl)amino]sulfonyl}phenyl)ainino]-2-oxoethyl acetate; 
#-(4- { [[2-^rt-ButyM-(cyclohexylmethyl)- l#-benzimidazol-5- 
yl](methyl)amino]sulfonyl } phenyl)-2-hydroxyacetamide; 

5-Bromo-N- [2-ter/-butyl- 1 -(cyclohexylmethyl)- l#-benzinudazol-5-yl]-6-chloro- 

/V-methylpyridine-3 -sulfonamide; 

5-Bromo-AK2-te^butyl- 

hydroxyethyl)ainino]-A^methylpyridine-3-sulfonai^ 

i\^[2-te^Butyl-Hcyclohexylmethyl)-^ 

hydroxyethyl)amino]-iS^methylpyridine-3-sulfonam 

JNH5-{[[2-*m-Butyl-l-(cyclohexyta^ 

yl](methyl)amino]sulfonyl}pyridin-2-yl)acetamide; 

JV-(3- { [[2-terf-Butyl- 1 -(cyclohexylmethyl)- lH-benzimidazol-5- 

yl](methyl)arcdno]sulfonyl}phenyl)acetaird 

N^4-{[[2-te^Butyl-l-(cyclohexyta^ 

yl](methyl)amino]sulfo^ 

4- [(Anrinocarbonyl)amino] -AK2-terf-butyl~ 1 -(tetrahydro-2H-pyran-4-ylmethyl)- 

l//-ben2imidazol-5-yl]-A^methylbenzenesulfonaimde; 

AK4-{[[2-te^Butyl-l-(tet^ 

yl](methyl)amino]sulfonyl }phenyl)acetamide; 

AK4-{[[2-fe^Butyl-l-(tetrahycto^ 

yl](methyl)amino]sulfonyl}phenyl)-iV-methylacetamide; 

N-(4- { [[2-te/*-Butyl-l-(tetr^ 

yl](methyl)amino]sulfonyl}phenyl)-2,2-dimethylpropanaim 

N-(4- { [[2-tert-Butyl-l-(tetrahydro^ 

yl](methyl)amino]sulfonyl}phen^^ 

N x -(4- { [[2-terf-Butyl- 1 -(tetrahydro-2#-pyran-4-ylmefo^ 

yl](methyl)amino]sulfonyl}pheny^ 

^-(4- { [[2-terf-Butyl- l-(tetrahydro-2#-pyran-4-y 

yl](methyl)amino]sulfonyl }phenyl)glycinainide; 

7VL(4-{[[2-ren-Butyl-l-(tetrahydro-2if-pyran-4-ylmethyl)-l^ 

yl](methyl)amino]sulfonyl}phen^^ 
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N-[2-te^Butyl-l-(tetrahydro^ 
[(2-hydroxyethyl)amino]-AT-m 

AK2-tert-Bu1yl-Htett^ 

[(2-methoxyethyl)amino]-iV^ 
5 N-[2-rm-Butyl-l-(tetrahydro-2#^^ 

(formylamino)-A^methylpyridine-3-sulf^ 

W-(5-{ [[2-te^Butyl-Hte^ 

yl](methyl)aimno]sulfonyl}p 

W-[4-( { [2-terf-Butyl- l-(tetrahydro-2ff-^^ 
10 yl]amino}sulfonyl)phenyl]acetamide; 

A^[4-({[2-te^Butyl-l-(cyclohe^^^ 

yl]amino } sulfonyl)phenyl]acetamide; 

iV-(4-{[[2-te^Butyl-l-(2-pipm^ 

yl](methyl)airuno]sulfonyl}phenyl)acetainide; 
15 iV-(4-{[[2-terf-Butyl-H^ 

yl](methyl)aii]ino]sulfonyl}phenyl)acetamide; 

iV-(4-{[{2-tert-Butyl-l-[(l-me^^ 

yl } (methyl)amino]sulfonyl }phenyl)acetamide; 

#-(4-{ [(2-terf-Butyl-l-{ [(2#)-l-methylpiperidin^ 
20 5-yl)(methyl)aniino]sxilfonyl}phenyl)ace1amide; 

i\K4-({methyl[l-(teti^^ 

benzimidazol-5-yl]amino } sulfonyl)phenyl]acetamide; 

4-Bromo-7V- [ l-(cyclohexylmethyl)-2-(l , 1-dimethylethyl)- l#-benzinudazol-5-yl]- 

A^methyl-benzenesulfonamide; 
25 ^2-*m-butyl-l-(cyclohexy^ 

hydroxyethyl)ainino]-A^methylbenzenesulfonamide; 

AK2-te^butyl-l-(cycto^ 

iV-methylbenzenesulfonamide; 

4-[bis(2-hydroxyethyl)amino]-i^ 
30 benzimidazol-5-yl]-A^methylbenzenesulfonamide; 

iV-[2-te/?-butyl-l-(cycto^ 

dihydro-2i/- 1 ,4-benzoxazine-7-sulfonainide; 
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N- [4-( { methyl[2-( 1 -methyl- 1 -pyridin-2-ylethyl)- 1 -(tetrahydro-2fl r -pyran-4- 
ylmethyl)-l//-ben2inudazol-5-yl]aiiiino}sulfo 
N-(4-{[[2-te^butyl-l-(tetr^^ 
yl](ethyl)amino]sulfonyl}phenyl)acetamide; 
5 4-[(aminocarbonyl)amino]-7\K2-te^^ 

liy-benzimidazol-5-yl]-i\^ethylbenzenesulfonamide 
N-[2-te^butyl-l-(tetrahy 

ethyl-4- { [(methylamino)carbonyl]amino Jbenzenesulfonamide; 

4-amino-A^[2-/m-butyl-l-(tetrahydro-2H-pyran-4-ylmeth^ 
10 yl]-AT-ethylbenzenesulfonamide; 

N-(4- { [[2-te/t-butyl- 1 -(tetrahydro-2//-pyran-4-ylmethyl)- lff-benzimidazol-5- 

yl](ethyl)amino]sulfonyl}phenyl)-2,2-dimethylpropanamide; 

2-[(4- { [[2-te/t-butyl- 1 -(tetrahydro-2/f-pyran-4-ylmethyl)- li/-benzimidazol-5- 

yl](ethyl)ainino]sulfonyl }phenyl)amino]-2-oxoethyl acetate; 
15 AK4-{[[2-fert4>utyl-K^ 

yl](ethyl)airdno]siilfonyl}phenyl)-2-hydroxyacelamide; 

7V-[2-*m-butyl-l-(tetrahydro-2 

ethyl-4- { [(isopropylamino)carbonyl]amino Jbenzenesulfonamide; 

AK4-({ethyl[2-(l-methoxy-^ 
20 li?-benzimidazol-5-yl]amino } sulfonyl)phenyl]acetamide; 

4- [(aminocarbonyl)amino] -N-ethyl-N- [2- ( 1 -methoxy- 1 -methylethyl)- 1 - 

(tetrahydro-2H-pyran-4-ylmethyl)-m-benzinu 

A^-ethyl-iV-[2-(l-methoxy-l-methylethyl)-l-(tetxahydro-2 

lff-benzimidazol-5-yl]-4-{[(methy 
25 4-amino-N-ethyl-AH2-(l-methoxy 

ylmethyl)-l//-benzimidazol-5-yl]benzenesulfonamide; 

iV-[4-({ethyl[2-(l-methoxy-l-methylethyl)-l-(tetrahydro-2^-py^ 

l#-benzimidazol-5-yl]amino } sulfonyl)phenyl]-2,2-dimethylpropanamide; 

2-{[4-({ethyl[2-(l-methoxy-l-methyle^ 
30 li/-benzimidazol-5-yl]amino } sulfonyl)phenyl] amino } -2-oxoethyl acetate; 

AH4-({ethyl[2-(l-methoxy-l-metty^ 

l#-ben2inridazol-5-yl]ammo } ^ 
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A^ethyl-4-{[(isopropylanrino)^ 

1- (tetrahydro-2#-pyran^ 
AK4-{[[2-(l-methoxy-l-metliyle^ 
ben2iimdazol-5-yl](me 

5 4-[(aminocarbonyl)amino^ 
pyran-4-ylmethyl)-l#-ben2^ 

2- Hydroxy-iV-(4- { [[2-( 1 -methoxy- 1 -methylethyl)- 1 -(tetrahydro-2#-pyran-4- 
ylmethyl)-lff-benzinudazol-5-yl](methyl)amino]sulfonyl^ 
AH4-{[[2-(l-ethoxy-l-methyleto^^ 

10 benziixridazol-5-yl](me 

AK4-({[l-(2-azetidin-l-ylethyl^ 
yl]amino } sulfonyl)phenyl]acetamide; 

3- [5-( { [4-(acetylamino)phenyl]svilfonyl } amino)-2-ter*-butyl- li/-benziniidazol- 1 - 
yl]propyl acetate; 

15 AM4-[({H(lS,4S)-b^^ 

benzurddazol-5-yl}amino)sulfonyl]phenyl}acetainide; 

#-[4-({[2-te^butyl-Htet^ 

yl]amino } sulfonyl)phenyl]acetamide; 

AT-{4-[({2-/m-butyl-H2-(tet^ 
20 y 1 } amino)sulf onyl]phenyl } acetamide; 

AK4-{[[2-te^butyl-l-(cyclobu^^ 

yl](methyl)amino]sulfonyl }phenyl)acetamide; 

4- [(aminocarbonyl)amm^ 

benzinudazol-5-yl]-A^metiiylbenzenesulfonamide; 
25 N-(4-{ [[2-te/*-butyl-l-(cyclobuty^ 

yl](methyl)amino]sulfonyl}phenyl)-2,2-dime^ 

AK4-{[[2-(lJ-dffluoroethyl)-l-^ 

benzimidazol-5-yl](methyl)airuno]sulfo 

AH4-{ [[2-(l,l-dmuoroethy^ 
30 benziiiudazol-5-yl](methyl)aiiiino]sulfonyl }phenyl)acetamide; 

N-(4~ { [[2-(l , 1 -dmuoroethyl)- l-(tetrahydro-2ff-pyran^ylmethyl)- 1H- 

benzimidazol-5-yl](methyl)amino]sulfonyl}phe 



-166- 

SUBSTITUTE SHEET (RULE 26) 



WO 2005/030733 



PCT/GB2004/004126 



AH4~{[[2-(l,l-dffiuoroethyl)-l-(te^ 
benziimdazol-5-yl](methyl)amino]sulfony 

N- [2- ( 1 , 1 -difluoroethyl)- 1 -(tetxahydro-2i/-pyran-4-ylmethyl)- l#-benzimidazol-5- 
yl]-4- { [(isopropylamino)carbonyl]amino } -iV-methylbenzenesulfonamide; 
5 4-{Bis[(isopropylanuno)c^^ 

2#-pyran^ylmethyl)-l#-benzii^^ 
AH4-({methyl[l-(tetrahydr^ 
benzimidazol-5-yl]amino}sulfon^ 
4-[(aminocarbonyl)amino]-iV-me^ 
10 (1xifluorome%l)-l#-ben^ 

N-methyl-4-nitro-JV- [ 1 - (tetrahydro-2/f-pyran-^ 1 //- 

benzimidazol-5-yl]benzenesulfonamide; 

4-amino-Ar-methyl-AT- [ 1 -(tetrahydro-2H-pyran-4~ylmethyl)-2-(trifluoromethyl)- 
lH-benzimidazol-5-yl]benzenesulfonamide; 
15 2,2-dimethyl-AT-[4-({me^ 

(trifluoromethyl)- l//-benzimidazol-5-yl]ainino } sulfonyl)phenyl]propanamide; 
2~ { [4-({methyl[Hte^ 

benzimidazol-5-yl]amino } sulfonyl)phenyl]amino } -2-oxoethyl acetate; 
4-{[(isopropylamino)carbonyl]amino^^^ 
20 ylmethyl)-2-(trifluorometh^^ 

2-Hydroxy-N-[4-({methyl[l-(te^^ 

(trifluoromethyl)- lJy-benziiiudazol-5-yl]amino } sulfonyl)phenyl]acetamide 
and pharmaceutical^ acceptable salts thereof. 

25 6. A compound of Formula IA, a pharmaceutical^ acceptable salt thereof, 
diastereomers, enantiomers, or mixtures thereof: 

,1 



X 



N 




o* 4 



R 3 I \_s- N v^r N , 



R 1 



IA 
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wherein 

G is CH or N; 
X 1 is halogen; 

R 1 is selected from Ci-ioalkyl, C 2 -ioalkenyl, C 3 _i 0 cycloalkyl-C w alkyl, 
C4- 8 cycloalkenyl-CMalkyl, C^heterocycloalkyl-CMalkyl, Gj-iocycloalkyl, 
C4- 8 cycloalkenyl, and C3^heterocycloalkyl, wherein said Ci-i 0 alkyl, C 2 -ioalkenyl, C 3 . 
locycloalkyl-Ci^alkyl, C^cycloalkenyl-C^alkyl, C 3 ^heterocycloalkyl-C M alkyl, 
C 3 .iocycloalkyl, C^scycloalkenyl, and C 3 .eheterocycloalkyl used in defining R 1 is 
optionally substituted by one or more groups selected from halogen, cyano, nitro, 
methoxy, ethoxy, methyl, ethyl, hydroxy, CH 3 C(=0)-0-, amino, Ci^alkylamino and 
diCi^alkylamino; 

R 2 is selected from Cuoalkyl, C 2 -ioalkenyl, Q-iocycloalkyl, C 3 .i 0 cycloalkyl- 
Ci^talkyl, and G^cycloalkenyl-Ci^alkyl, wherein said Cuoalkyl, C 2 -ioalkenyl, C 3 . 
locycloalkyl, C 3 _i 0 cycloalkyl-Ci-4alkyl, and C^cycloalkenyl-Q^alkyl used in 
defining R 2 is optionally substituted by one or more groups selected from halogen, 
C 3 . 5 heteroaryl, methoxy, ethoxy, methyl, ethyl, hydroxy, amino, C w alkylamino and 
diCi^alkylamino; 

R 3 and R 3 a are independently selected from -H, Ci^alkyl, C 2 ^alkenyl, C x . 
3 alkyl-0-C(=0)-, Ci^alkyl-HN-C(=0)-, H 2 N-C(=0)-, and Ci^acyl, wherein said Q. 
ealkyl, C 2 ^alkenyl, and Ci^acyl used in defining R 3 is optionally substituted with one 
or more groups selected from CH 3 C(=0)-0-, halogen, cyano, methoxy, ethoxy, 
hydroxy, amino, C w alkylamino, mCi^alkylamino, and Q-eheterocycloalkyl; and 

R 4 is selected from-H, Ci^alkyl, C 2 . 6 alkenyl, C 3 ^cycloalkyl, and 
Q^cycloalkyl-Ci^alkyl. 

7. A compound as claimed in claim 6 
wherein 

GisCHorN; 

R 1 is selected from Ci^alkyl, C 2 ^alkenyl, C 3 ^cycloalkyl-Ci^alkyl, 
C^cycloalkenyl-Ci^alkyl and C^eteiroycloalkyl-Ci^alkyl, wherein said Ci^alkyl, 
C^alkenyl, C 3 . 6 cycloalkyl-C M alkyl, C^cycloalkenyl-Ci^alkyl and C 3 . 
6heterocycloalkyl-Ci_4alkyl used in defining R 1 is optionally substituted by one or 
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more groups selected from halogen, methoxy, ethoxy, methyl, hydroxy, CH 3 C(=0)- 
0-, amino, Ci^alkylamino and diCi^alkylamino; 

R 2 is selected from Ci_ 6 alkyl, C^alkenyl, C^cycloalkyl, C 3 ^cycloalkyl- 
Ci^alkyl, and C^cycloalkenyl-C^alkyl, wherein said Q^alkyl, C^alkenyl, C 3 - 
5 6 cycloalkyl, C^cycloaltyl-Ci^alkyl, and C^cycloalkenyl-Ci^aliyl used in defining 
R is optionally substituted by one or more groups selected from halogen, 
C 3 - 5 heteroaryl, methoxy, ethoxy and hydroxy; 

R 3 is selected from-H, C^alkyl, C 2 -6alkenyl, Ci- 3 alkyl-0-C(=0)-, Ci. 3 alkyl- 
HN-C(=0)-, H2N-C(=0)-, and Ci^acyl, wherein said Ci^alkyl, C 2 . 6 alkenyl, and Ci- 
10 6acyl used in defining R 3 is optionally substituted with one or more groups selected 
from CH 3 C(=0)-0-, halogen, methoxy, ethoxy, hydroxy, amino, methylamino, 
dimethylamino, and C 3 -6heterocycloalkyl; and 

R 4 is selected from -H and Ci_ 3 alkyl. 



15 8. A compound as claimed in claim 6 

wherein G is CH or N; 

R 1 is selected from cyclopentyl-methyl, cyclohexyl-methyl, cyclobutyl- 

methyl, cyclopropyl-methyl, 4,4-dffluorocyclohexanemethyl, bicyclo[2.2.1]hept-5-en- 

2-ylmethyl, tetrahydropyranyl-methyl, tetrahydropyranyl-ethyl, tetrahydrofuranyl- 
20 methyl, morpholinyl-methyl, piperdinylethyl, N-methyl-piperdinylmethyl, and 

piperdinyl-methyl; 

R 2 is selected from t-butyl, n-butyl, 2-methyl-2-butyl, isopentyl, 2-methoxy-2- 
propyl, 2-hydroxy-propyl, trifluoromethyl, 1,1-difluoroethyl, 2,2,2-trifluoroethyl,l- 
methyl-propyl, 1,1-dimethyl-propyl, l,l-dimethyl-3-buten-l-yl, ethyl, and2-propyl; 
25 R 3 is selected from -H, Ci^alkyl, and Ci^acyl, wherein said Ci^alkyl, and Ci_ 

6acyl used in defining R 3 is optionally substituted with one or more groups selected 
from CH 3 C(=0)-0-, halogen, methoxy, hydroxy, amino, methylamino, 
dimethylamino, pyrrolidinyl, piperidinyl and morpholinyl; and 

R 4 is selected from -H and methyl. 

30 

9. A compound as claimed in claim 6 
wherein 

GisCHorN; 
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X is bromo; 

R 1 is cyclohexyl-methyl, cyclobutyl-methyl, 4,4-difluorocyclohexanemethyl, 
N-methylpiperidine-2-yl methyl, and tetrahydropyranyl-methyl; 
R 2 is t-butyl and 1,1-difluoroethyl; 

R is selected from -H, methyl, ethyl, propyl, 2-propyl, 2-hydroxyethyl, 2- 
methoxyethyl, formyl, acetyl, uriedo, N-isopropyl-ureido, ethylcarbonyl, 2- 
propylcarbonyl, t-butylcarbonyl, 2-amino-acetyl, 2-methylamino-acetyl, 2- 
dimethylamino-acetyl, 2-acetyloxy-acetyl, 2-hydroxy-acetyl, 2-bromo-acetyl, 2- 
(moipholin-l-yl)-acetyl, and 2-(pyrrolindin-l-yl)-acetyl; and 

R 4 is selected from -H and methyl. 

10. A compound of Formula IB, a pharmaceutical^ acceptable salt thereof, 
diastereomers, enantiomers, or mixtures thereof: 

R 4 
O ' 

t XXr* 

R 1 

re 

wherein 

R 1 is selected from Ci-ioalkyl, C 2 -ioalkenyl, C 3 -iocycloalkyl-Ci-4alkyl, 
C4- 8 cycloalkenyl-Ciwtalkyl, Q^eterocycloalkyl-Ci^alkyl, Q-iocycloalkyl, 
C^gcycloalkenyl, and Q-eheterocycloalkyl, wherein said C MO alkyl, C 2 -ioalkenyl, C 3 . 
locycloalkyl-Ci^alkyl, C^cycloalkenyl-Ci^alkyl, C 3 -6heterocycloalkyl-C M alkyl, 
C3-iocycloalkyl, C^cycloalkenyl, and Qj^heterocycloalkyl used in defining R 1 is 
optionally substituted by one or more groups selected from halogen, cyano, nitro, 
methoxy, ethoxy, methyl, ethyl, hydroxy, amino, Ci^alkylamino and 
diCi^alkylamino; 

R 2 is selected from d.ioalkyl, C 2 -ioalkenyl, Q-iocycloalkyl, C 3 .i 0 cycloalkyl- 
Ci^alkyl, and C^cycloalkenyl-Ci^alkyl, wherein said Cuoalkyl, C 2 .i 0 alkenyl, C 3 . 
locycloalkyl, C 3 .i 0 cycloalkyl-C M alkyl, and C4-scycloalkenyl-Ci-4alkyl used in 
defining R is optionally substituted by one or more groups selected from halogen, 
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methoxy, ethoxy, methyl, ethyl, hydroxy, amino, Ci^alkylamino and 
diCi_6alkylamino; 

"Het" is a nitrogen (as shown in Formula IB) containing heterocycle ring that 
is fused with phenyl ring "Ar," wherein "Het" is optionally substituted with one or 
5 more groups selected from Ci- 3 alkyl, halogen, cyano, methoxy, ethoxy, hydroxy, and 
amino; and 

R 4 is selected from -H, Ci^alkyl, Q^alkenyl, C^cycloalkyl, and 
C 3 ^cycloalkyl-Ci-4alkyL 

10 11. A compound as claimed in claim 10 
wherein 

R 1 is selected from Ci- 6 alkyl, C 2 -6alkenyl, C 3 - 6 cycloalkyl-Ci^alkyl, 
C^ecycloalkenyl-Ci^alkyl and C 3 ^eterocycloalkyl-Ci^alkyl, wherein said Ci_ 6 alkyl, 
C 2 -6alkenyl, C^cycloalkyl-Ci^alkyl, C^cycloalkenyl-Ci^alkyl and C 3 . 
15 6heterocycloalkyl-Ci^alkyl used in defining R 1 is optionally substituted by one or 
more groups selected from halogen, methoxy, ethoxy, methyl, hydroxy, amino, 
Ci^alkylamino and diCi-ealkylamino; 

R 2 is selected from Ci^alkyl, C 2 -6alkenyl, C^cycloalkyl, C 3 ^cycloalkyl- 
Ci^alkyl, and C^cycloalkenyl-Ci^alkyl, wherein said C^alkyl, C 2 ^alkenyl, C 3 . 
20 6 cycloalkyl, C 3 . 6 cycloalkyl-Ci^alkyl, and C^cycloalkenyl-Ci^alkyl used in defining 
R is optionally substituted by one or more groups selected from halogen, methoxy, 
ethoxy and hydroxy ; 

"Het" is morpholinyl, wherein said morpholinyl is optionally substituted with 
one or more groups selected from Ci. 3 alkyl, halogen, cyano, methoxy, ethoxy, 
25 hydroxy, and amino; and 

R 4 is selected from -H and Ci_ 3 alkyl. 

12 A compound as claimed in claim 10 

wherein R 1 is selected from cyclopentyl-methyl, cyclohexyl-methyl, cyclobutyl- 
30 methyl, cyclopropyl-methyl, 4,4-dffluorocyclohexyl-methyl, bicyclo[2.2. 1 ]hept-5-en- 
2-ylmethyl, tetrahydropyranyl-methyl, tetrahydropyranyl-ethyl, tetrahydrofuranyl- 
methyl, morpholinyl-methyl, piperdinylethyl, N-methyl-piperdinylmethyl, and 
piperdinyl-methyl; 
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R 2 is selected from t-butyl, n-butyl, 2-methyl-2-butyl, isopentyl, 2-methoxy-2- 
propyl, 2-hydroxy-propyl, trifluoromethyl, 1,1-difluoroeftiyl, 2,2,2-trifluoroethyl,l- 
methyl-propyl, 1,1-dimethyl-propyl, l,l-dimethyl-3-buteri-l-yl, ethyl, and 2-propyl; 

"Het" is morpholinyl, wherein said morpholinyl is optionally substituted with 
5 one or more Ci^alkyl; and 

R 4 is selected from -H and methyl, 

13. A compound as claimed in claim 10 
wherein 

10 R 1 is cyclohexyl-methyl, cyclobutyl-methyl, cyclopropyl-methyl, 4,4- 

difluorocyclohexanemethyl, N-methylpiperidine-2-yl methyl, and tetrahydropyranyl- 
methyl; 

R 2 is t-butyl and 1,1-difluoroethyl; 

"Het" is morpholinyl, wherein said morpholinyl is optionally substituted with 
15 one or more Ci_3alkyl; and 

R 4 is selected from -H and methyl. 

14. A compound according to any one of claims 1-13 for use as a medicament. 

20 15. The use of a compound according to any one of claims 1-13 in the 
manufacture of a medicament for the therapy of pain. 

16. The use of a compound according to any one of claims 1-13 in the 
manufacture of a medicament for the treatment of anxiety disorders. 

25 

17. The use of a compound according to any one of claims 1-13 in the 
manufacture of a medicament for the treatment of cancer, multiple sclerosis, 
Parkinson's disease, cancer, Huntington's chorea, Alzheimer's disease, 
gastrointestinal disorders and cardiovascular disorders. 

30 

18. A pharmaceutical composition comprising a compound according to any one 
of claims 1-13 and a pharmaceutically acceptable carrier. 
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19. A method for the therapy of pain in a warm-blooded animal, comprising the 
step of administering to said animal in need of such therapy a therapeutically effective 
amount of a compound according to any one of claims 1-13. 

20. A method for preparing a compound of Formula I, 




comprising: 

reacting a compound of Formula n, 




n 

with a compound of R 2 COX, in the presence of a base, such as an alkylamine, and 

optionally a coupling reagent, followed by treatment with an acid; 

wherein 

X is selected from CI, Br, F and OH; 

R 1 is selected from Ci_i 0 alkyl, C 2 -ioalkenyl, C 3 -i 0 cycloalkyl-Ci^alkyl, 
C^cycloalkenyl-C^alkyl, C 3 -6heterocycloalkyl-Ci^alkyl, C^iocycloalkyl, 
C4-gcycloalkenyl, and C 3 -6heterocycloalkyl, wherein said Q-ioalkyl, C 2 -ioalkenyl, Q*. 
iocycloalkyl-Ci^alkyl, C^cycloalkenyl-Ci^alkyl, C 3 -6heterocycloalkyl-Ci^alkyl, 
C^iocycloalkyl, C^gcycloalkenyl, and C 3 -6heterocycloalkyl used in defining R 1 is 
optionally substituted by one or more groups selected from halogen, cyano, nitro, 
methoxy, ethoxy, methyl, ethyl, hydroxy, amino, Ci. 6 alkylamino and 
diCi^alkylamino; 

R 2 is selected from Ci-i 0 alkyl, C 2 -ioalkenyl, C 3 . 10 cycloalkyl, C 3 . 10 cycloalkyl- 
Cualkyl, and C^cycloalkenyl-Ci^alkyl, wherein said Ci_ 10 alkyl, C 2 -i 0 alkenyl, Q*. 
locycloalkyl, C 3 -i 0 cycloalkyl-C M alkyl, and C^cycloalkenyl-C^alkyl used in 
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defining R 2 is optionally substituted by one or more groups selected from halogen, 
methoxy, ethoxy, methyl, ethyl, hydroxy, amino, Ci^alkylamino and 
diCi-6alkylamino; 

R 3 is selected from -H, Ci^alkyl and Ci^acyl optionally substituted with one 
5 or more groups selected from CH 3 C(=0)-0-, halogen, cyano, methoxy, ethoxy, 
hydroxy, amino, alkylamino, dialkylamino, and C3^heterocycloalkyl; and 

R 4 is selected from -H, Ci^alkyl, C 2 -6alkenyl, C3-6cycloalkyl, and 
C3_6cycloalkyl-Ci^alkyl. 

10 21. A compound of 2-Bromo-iV-(4-{ [[2-tert-butyH-(cyclohexylmethyl)-l/f- 
benziiiiidazol-5-yl](methyl)amino]sulfonyl}phenyl)ace1amide. 



22. A method for preparing a compound of Formula IA, 




20 with a compound of R 2 COX, in the presence of a base, such as an alkylamine, and 
optionally a coupling reagent, followed by treatment with an acid; 
wherein 
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X and X 1 are independently selected from CI, Br, F and OH; 
G is CH or N; 

R 1 is selected from, d.ioalkyl, C 2 -xoalkenyl, Qj-iocycloalkyl-Ci^alkyl, 
C4- 8 cycloalkenyl-Ci-4alkyl, C 3 .6heterocycloalkyl-C w alkyl, C3-i 0 cycloalkyl, 
5 C^cycloalkenyl, and C^lieterocycloalkyl, wherein said Cuoalkyl, C 2 -ioalkenyl, C3. 
locycloalkyl-Ci^alkyl, C^scycloalkenyl-Ci^alkyl, Q-eheterocycloalkyl-CMalkyl, 
C 3 -i 0 cycloalkyl, C^scycloalkenyl, and C 3 -6heterocycloalkyl used in defining R 1 is 
optionally substituted by one or more groups selected from halogen, cyano, nitro, 
methoxy, ethoxy, methyl, ethyl, hydroxy, CH 3 C(=0)-0-, amino, C^alkylamino and 
10 diCi-ealkylamino; 

R 2 is selected from. Cuoalkyl, C 2 -ioalkenyl, C^iocycloalkyl, Cs-iocycloalkyl- 
Ci^alkyl, and C^cycloallcenyl-Ci^alkyl, wherein said d.ioalkyl, C 2 -ioalkenyl, C 3 . 
locycloalkyl, C 3 -iocycloalkyl-Ci-4alkyl, and C^gcycloalkenyl-Ci^alkyl used in 
defining R is optionally substituted by one or more groups selected from halogen, 
15 C3-5heteroaryl, methoxy, ethoxy, methyl, ethyl, hydroxy, amino, Ci^alkylamino and 
diCi-ealkylamino; 

R 3 and R 3 a are independently selected from -H, Q^alkyl, C 2 . 6 alkenyl, Ci_ 
3 alkyl-0-C(=0)-, Ci. 6 alkyl-HN-C(=OK H 2 N-C(=0)-, and Ci^acyl, wherein said d. 
6alkyl, Q^alkenyl, and Ci- 6 acyl used in defining R 3 is optionally substituted with one 
20 or more groups selected from CH 3 C(=0)-0-, halogen, cyano, methoxy, ethoxy, 
hydroxy, amino, Ci^alkylamino, diCi^alkylamino, and C 3 ^eterocycloalkyl; and 
R 4 is selected from-H, C^alkyl, C 2 -6alkenyl, C 3 _6cycloalkyl, and 
C 3 ^cycloalkyl-Ci^alkyl. 
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